Poster PCR81

Patient-centered Benefit-Risk Assessment
of a Novel Therapy for Alopecia Areata

Mauer, J.!, Whichello, C.2, Hauber, B.', Krucien, N.%, Law, E.!, Trapali, M.?, Senna M.3, Tervonen, T.*
Pfizer, New York, NY, US, 2Evidera, London, UK, 3Lahey Health, Lynnfield, MA, US, “Kielo Research, Zug, CH

I N T Ro D U CTI o N Table 1. DCE Attributes and Levels Figure 1. Example DCE Question

Treatment A Treatment B No treatment
e Alopecia areata (AA) is an autoimmune disease, and the Attribute Description Levels
. . . . 50% 30% £ e 0%
. . Hair on most
second most prevalent hair loss disorder after androgenetic N t The chanceof getting mostorallofyour  ° % /(Oloouot oftl,ofofopoag.en:;).t el afyour | (S00001CH 300 out of (0 out of
alopecia.! The global AA incidence is approximately 2%.2 o on s ot scalp hair (80% to 100% of your scalp hair) i e 4 scal 1000 1000 1000
p . 9 pp y 0. all of your scalp after 24 weeks on treatment e  30% (300 out of 1,000 patients). P patients) patients) patients)
. . . . ° % f i .
Patients can experience poor health-related quality of life _ , 20% (500 outt of 1,000 patents) R
o ] o The chance of gfs:ttmg moderate (mllo.lly e 0% (0 out of 1,000 patients). E“E“'E“""“""
(HRQol).3 Existing AA treatment options have limited Eyebrows :5;:-;25;3 iﬁ:\ﬂn ZTZZL i*;svrst gaps '2n4the e 20% (200 out of 1,000 patients). : (40;1(2)%t ) (Zoétl%tof ; g/t )
0 ; = u u u
success, and no cure has been found.3 weeks on treatment 4076 (100 out of 1,000 parients) Il (Rt 1000 1000
0]
The chance of getting moderate (mildly o ) 2 patients) H patients) patients)
* Ritlecitinib (PF-06651600) is an orally bioavailable, small cyelashes decreaseddensty and/orshort gaps n e L ot 00t of o0
. o . . eyelashes) or normal eyelashes after 24 . o ’ , Siiiii
molecule inhibitor of Janus kinase (JAK) 3 and the tyrosine weeks on treatment 40% {400 outt of 1,000 patients). | ERERERER | o
. . . . i infecti h h .
kinase expressed in hepatocellular carcinoma (TEC) kinase o e bl or remtont ot the Eyelashes | (200 ostof opostet = | o
. . . . : i e 0.1% (one out of 1,000 patients . ' .
family.* Recent evidence suggests that treatment with JAK ek of sarios oo "i‘r’;fe/g;r:f:;'ivrffjcjf;;";':ytg;‘t’:ft'}a‘jl'; treated for three years). patients] patients] i | e
in h | b|to rs can |ead to su bsta ntial ha ir reg rOWth for AA infections during three be life-threatening. You may need to ?% E;O out of 1,000 patients treated )
] years of treatment temporarily (until the infection has cleared) or . 6?; GBee Yceafr;)'ooo tients treated . 3% 6% 0.1%
patlentsl Ve rSUS place bO.S Howeve r’ approved and permanently stop your AA treatment. fo:’ihre?au eoal"s)’ FERSLELCUS . Semfus (30 out of (60 out of (1 outof
. . . . . Examples of such infections may include lung ! ' infections 1000 1000 1900
marketed JAK inhibitors ca rry |dent|f|ed risks (SUCh as infection, shingles, urinary tract infection, etc. patients) patients) patients)
. . . . . ‘\ 6 Cancer typically requires chemotherapy e 0.1% (one out of 1,000 patients EEEH EU RERSERERSuERRESESEaE
Serious |nfeCt|OnS, mallgnan(]esl thrombOSIS)' Risk of dur or surgery, and some cancers can be life- treated for three years). 0 9 W0.1%
. . . , - trl]s © cance:c uring threatening. Some cancers can be treated or e  0.5% (five out of 1,000 patients C 5 .t Of 20 to ¢ (1 out of
¢ It IS therefore |mp0rta nt tO UnderStand patlentS W|”|ng ness tO ; re;e yea‘:s © cured with treatment, while others may not treated for three years). ancer 1%%00 18;00 1000
. oo . . reatmen be treatable. You may need to temporarilyor e 2% (20 out of 1,000 patients treated tients) tients) patients)
t0|erate the Identlfled and pOtent|a| rISkS Of treatments for permanent|y stop your AA treatment. for three years). patients patients
Blood clots require treatment with blood- e 0.1% (one out of 1,000 patients 5% Wy H01%
conditions such as AA.
Risk of blood clot thinning medication, may require you to stay treated for three years). Blood clot(s) | (60 out of (20 out of (1 out of
dls , © thoo cloms ‘ in the hospital for treatment, and in some e 2% (20 out of 1,000 patients treated 1000 1000 1000
; un:g iee S cases may potentially be life-threatening. for three years). patients) patients) patients)
reatmen You may need to temporarily or permanently e 6% (60 out of 1,000 patients treated Choice
stop your AA treatment. for three years). L] H L]
AA =alopeciaareata
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regrowth on the scalp after 24 weeks of treatment. While the avoidance of treatment-related risks was important to patients,
they were willing to accept a higher level of each risk in return for a higher probability of hair regrowth.

Figure 2. Attribute Contribution to Weighted Net Benefit-Risk

METHODS

* A patient-centered benefit-risk assessment (BRA) combined
preference data from a discrete choice experiment (DCE) R‘“eg‘;‘{}lg
involving patients in the United States (US) and Europe and
efficacy data of ritlecitinib 50 mg daily dose and placebo
from a phase llb/Ill dose-ranging and pivotal clinical trial
(NCTO3732807). Placebo
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* A DCE was used to elicit patient preferences for six
attributes (Table 1): three benefits (chance of achieving
>80% scalp hair regrowth, and moderate or normal

* (linical data were used to determine the performance of the
different treatment options on the attributes included in the
DCE. The attribute preference weight and treatment 0%
performance were combined to determine the value (utility)
of the treatment option and attribute. These values were
used to summarize the overall benefit-risk profile and

eyebrow and eyelash hair) and three key risks (three-year o v o o
risks of serious infections, blood clots, and cancer). In the * Ritlecitinib 50 mg daily achieved a higher NBR score (0.587) than placebo (0.465) (Figure 2) and was expected to be preferred
DCE, patients were required to complete a series of choice over placebo by patients with AA (predicted choice probability=65.9%; 95% confidence interval 59.4, 71.5). In sensitivity analyses,
tasks (Figure 1) that consisted of three alternatives: two ritlecitinib had higher NBR scores than placebo, with 99.8% probability when accounting for uncertainty in the clinical effect
unlabeled treatment alternatives described by estimates, 95.7% when accounting for preference heterogeneity, and 90.9% when accounting for both (Figure 3).
combinations of attribute levels and a no-treatment option. Figure 3. Effect of Uncertainty: Clinical Data, Preferences, and Both
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 Various sensitivity analyses confirmed the robustness of the positive benefit-risk profile of ritlecitinib 50 mg. The conclusions
were insensitive to changes in individual attribute weights as well as to changes in the performance estimates of individual

probability that patients prefer one of the treatment options. benefit and risk endpoints of both ritlecitinib 50 mg and placebo. Further, the multi-way sensitivity analyses confirmed that
Uncertainty in clinical effects were tested using stochastic ritlecitinib 50 mg would retain its positive benefit-risk profile with most plausible parameters in the BRA model, i.e., while
multicriteria acceptability analysis (SMAA). This analysis considering simultaneous uncertainty in the clinical effect estimates due to limited clinical trial sample sizes and heterogeneity in
examined the sensitivity of the net benefit-risk (NBR) scores preferences among patients with AA.

to changes in the clinical effect estimates and preference
heterogeneity for ritlecitinib 50 mg daily and placebo.

jA3~ CONCLUSIONS

e Ritlecitinib 50 mg QD demonstrated a positive benefit-risk profile compared to placebo from the perspective of
adult patients with AA. These findings may help to inform regulatory agencies, payers, clinicians, and patients
considering ritlecitinib for the treatment of AA.
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